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S338 Poster Session IIResults:A single dose of pre-emptive ECP treated splenocytes led to
a significant survival benefit (median survival 27 versus 52 days, p\
0.0001). Re-isolation experiments on day 7 after BMT showed an in-
crease in host Treg in peripheral and mesenteric lymph nodes,
whereas donor Treg were similar in both groups. However, Tcon
proliferation was not significantly impacted, as quantified by BLI.
Using pulsed BrdU labeling no proliferation of host Treg was seen
after transplantation. Also, intracellular staining and analysis of
serum cytokine levels to characterize Th1/Th2 polarization of T
cells revealed no differences at day 7. Importantly, preliminary
experiments showed no alteration in graft versus tumor effect. In
summary, a single dose of apoptotic cells prior to transplantation
led to a significant survival benefit. Whether this effect is related
to the relative sparing of host-Tregs remains to be determined.
However, the mechanism does not appear to be related to reduced
T cell proliferation. Other avenues to be explored include further
studies of cellular mechanism, e.g. maturation status of host APC,
as well as evaluating multiple administration doses to further
improve outcome. Pre-emptive ECP of host cells prior to BMT
may be a clinically relevant strategy to ameliorate acute GvHD.516
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The biologic processes underlying cGVHD and the development
of clinical tolerance are unknown. We tested whether gene expres-
sion in CD4+T cells can distinguish between patients with and with-
out active cGVHD. CD4+ T cells from 69 patients and 22 normal
volunteers were isolated by negative selection and RNA analyzed
using Illumina RefSeq8 arrays. Thirty-one patients were tolerant
(defined as free of any chronic GVHDwithout immune suppression
therapy {IST} for at least 6 months), and 38 patients had active
cGVHD (14 with and 22 without IST). A hierarchical clustering
analysis of differentially expressed genes separated the 31 tolerant
patients into 2 groups, and an analysis of clinical covariables demon-
strated that they differed primarily by interval time from HCT (1-5
yrs, and 5-16 yrs). Differential expression was observed for 1148
genes in cGVHD patients, 902 genes in 18 tolerant patients at 1-5
yrs after HCT, and 186 genes in 13 tolerant patients at 5-16 yrs after
HCT compared to controls. We found substantial overlap in the
genes differentially expressed in cGVHD and tolerant groups, espe-
cially early after HCT. The shared cGVHD-tolerant profile was
characterized by activation of NF-kB-associated and IFN-inducible
genes, and upregulation of Th1 pathways. The differentially ex-
pressed genes uniquely associated with the early tolerance after
HCT were associated mainly with protein biosynthesis and metabo-
lism. We found no differential expression of TGFB-associated
genes, IL10 or FOXP3. Fewer genes were differentially expressed
in the late tolerant group compared to the early tolerant group
(186 vs 902), with no consistent qualitative difference in the associ-
ated functions of these genes in late vs. early tolerant profiles. In
summary, in this CD4+ T cell gene expression dataset, we found
no evidence for an expression profile unique to tolerant patients.
The number of genes differentially expressed in tolerant patients re-
turned toward normal over time, but differential expression relative
to age-matched normal controls continued as late as 15 years after
HCT. Future expression studies in function-defined CD4+ T cell
subsets or Tregmay yet provide insight into themechanisms respon-
sible for development of immunological tolerance after HCT.517
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Background: Recently, a growing body of evidence has suggested
that adiponectin, which is secreted by adipose tissues, plays a critical
role in obesity-related and autoimmune diseases. However, the roles
of adiponectin in allogeinc stem cell transplantation remains un-
known. Therefore, we compared the serum adiponectin levels
among allo-SCT recipients and normal subjects to assess the associ-
ation between adiponectin and cGVHD.
Patients and methods: We compared the concentrations of high-
molecular-weight (HMW) adiponectin among 26 normal subjects
and 35 allogeneic stem cell transplantation recipients by an en-
zyme-linked immunosorbent assay. To compareHMW-adiponectin
levels among groups, we used the first samples obtained at least 6
months after SCT. Furthermore, we calculated the ratios of
HMW-adiponectin between each pair of consecutive samples in
the same patients, and assessed the impact of the clinical changes
in cGVHD on HMW-adiponectin concentrations among recipients
grouped according to worsening, stable, and improving cGVHD.
Results: The serum concentrations of HMW-adiponectin in
healthy subjects and recipients without chronic graft-versus-host-
disease (cGVHD), with limited cGVHD, and with extensive
cGVHD were 8.766.5, 10.664.2, 19.1610.7 and 25.969.9 mg/ml
in females (P 5 0.0011), and 3.661.8, 5.364.1, 6.466.7 and
9.966.1mg/ml in males (P 5 0.039). Multivariate analysis revealed
that a higher concentration of adiponectin was associated with fe-
male gender (P \ 0.0001) and the presence of cGVHD (P 5
0.0026 and\0.0001 in limited and extensive cGVHD, respectively).
In addition, HMW-adiponectin levels increased as cGVHD pro-
gressed, decreased as cGVHD improved, and did not change with
stable cGVHD.
Conclusion:HMW-Adiponectin was associated with the severity of
cGVHD, and might play a role in the pathophysiology of
cGVHD.Further investigation is warranted.518
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Severe (grade III-IV) acute GVHD remains a major source of
morbidity and mortality following mismatched unrelated donor he-
matopoietic cell transplantation (HCT). As donor alloreactive T
cells are principal mediators of the syndrome, in vivoT cell depletion
by anti-lymphocyte antibodies may offer additional protection
against severe aGVHD. We have developed a regimen of anti-thy-
mocyte globulin (ATG) 7.5mg/kg total (1m/kg day -3, and
3.25mg/kg on days -2 and -1) to both minimize toxicity from oppor-
tunistic infections and optimize efficacy in aGVHD prevention. We
identified a consecutive series of 6-7/8 mismatched (at loci A, B, C,
DR) unrelated donor HCT recipients treated with 7.5mg/kg total
(1mg/kg given day -3, then 3.25mg/kg/day on days -2 and -1) rabbit
ATG in concert with calcineurin inhibitor-based pharmacologic
GVHD prophylaxis prior to stem cell infusion. Forty-five subjects
were included in this analysis; seven subjects treated with this regi-
men were excluded, given sole mismatch at DQ (n5 4) or 8/8 match
(n 5 3). Median age of subjects was 48 (range 22 – 67). There was
disparity at heterogeneous HLA loci between recipient and donor,
including mismatch at one locus in 43 cases and two loci in 2 cases.
There were no cases of primary engraftment failure. Neutrophil
(median 15 days, range 11 – 25) and platelet (median 16 days, range
7 – 31) engraftment were not delayed. The cumulative incidence of
grade III-IV acute GVHD was 11% by 100 days (95% CI 5 –
25%). Moderate to severe chronic GVHD (per NIH criteria) was
19% (95% CI 10 – 36%) at one year, and 28% (95% CI 16 –
48%) at 2 years. With a median follow up of 12 months (range 5 –
39 months), overall survival was 55% (95% CI 39 – 71%) at one
year, and 45% (95%CI 27 – 63%) at two years. Non-relapse mortal-
ity was 11% (95% CI 5 – 25%) by 100 days post-HCT, and 26%
